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09/615,285 



Examiner 

Gary B. Nickol Ph.D. 



Applicant(s) 

AFAR ET AL. 



Art Unit 

1642 



- The MAILING DATE of this communication appears on the cover sheet with the correspondence address « 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1)S Responsive to communication(s) filed on 15 January 2002 . 
2a)D This action is FINAL. 2b)^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-28 and 39-47 is/are pending in the application. 

4a) Of the above claim(s) 14,20-28 and 39-47 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) ^ Claim(s) 1-10,12,13 and 15-19 is/are rejected. 

7) ^ Claim(s) 1± is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) ^ The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
11 )□ The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a)QAII b)D Some*c)n None of: 

1. Q Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

30 Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) ^ Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) ^ Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1 ) ^ Notice of References Cited (PTO-892) 4) £3 Interview Summary (PTO-41 3) Paper No(s). 1± . 

2) O Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) Q Notice of Informal Patent Application (PTO-1 52) 

3) [3 Information Disclosure Statement(s) (PTO-1 449) Paper No(s) 5 . 6) ^ Other: Notice to Comply . 
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DETAILED ACTION 

The Election filed January 15 5 2002 (Paper No. 8) in response to the Office Action of 
October 2, 2001 is acknowledged and has been entered. Claims 29-38 were cancelled. Claims 1, 
6-7, 20, 23 and 28 were amended. Claims 39-47 were added. Currently, claims 1-28, and 39-47 
are pending in the application. Also attached is an interview summary conducted February 11, 
2002 in which it was agreed that applicants could change their species election. The original 
species election (Paper No. 8, received 1-15-02, page 6) was to mRNA expression, 
immunoassay, blood and serum and prostate cancer. As a result of the interview, the NEW 
species are as follow: protein expression, immunoassay, biopsied tissue, and prostate cancer. 
Claims 14, 20-28, and 39-47 have been withdrawn from further consideration by the examiner 
under 37 CFR 1.142(b) as being drawn to non-elected inventions. Claims 1-13 and 15-19 are 
currently under consideration. 

Applicant's election with traverse of Group I, claims 1-19 in Paper No 7 is 
acknowledged. The traversal is on the ground(s) that the inventions of Groups I and II do not 
represent patentably distinct inventions and at the least the alleged differences in "objectives" 
and "criteria of success" do not appear to be proper bases for restriction since restriction requires 
distinctness and independence between the claimed invention and a serous burden of search. 
This is not found persuasive. MPEP 802.01 provides that restriction is proper between 
inventions which are independent or distinct. Here, the inventions of the various groups are 
distinct for the reasons set forth in Paper No. 7. Furthermore, the invention of Group II 
materially differs from the invention of Group I by including an additional step for the presence 
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of a factor which is not assayed in the invention of Group I. It is noted that there was no traversal 
of the elected species. 

As to the question of burden of search, the literature search relevant in this art, is not 
coextensive and is much more important in evaluating the burden of search. Different searches 
and issues are involved in the examination of each group. For these reasons the restriction 
requirement is deemed to be proper and is therefore made FINAL. 

Priority 

^ This application claims priority to three provisional applications- 60/087,598 filed 

06/01/9$; 60/091,474 filed 06/29/98, and 60/129,521 filed 04/14/99. Provisional applications 
60/087,598 and 60/091,474 do not have an adequate written description of for the gene encoding 
the sequence of 20P 1 F 1 2/TMPRSS2 (SEQ ID NO:2). Thus, the examiner has established the 
priority date according to provisional application No: 60/129,521 filed April 14, 1999. 

If applicant disagrees with any rejection set forth in this office action based on 
examiner's establishment of a priority date of 04/14/99 for the instantly claimed application 
serial number 09/615285, applicant is invited to submit evidence pointing to the serial number, 
page and line where support can be found establishing an earlier priority date. 

Specification 

The specification on page 1 should be amended to reflect the priority status of the present 
application, for example- applicant should indicate that all three provisional applications are 
now abandoned. 
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The specification is further objected to because it contains an embedded hyperlink and/or 
other form of browser-executable code (i.e. see page 17, line 6, and page 31, line 28). Applicant 
is required to delete all embedded hyperlinks and/or other form of browser-executable codes. See 
MPEP§ 608.01. 

The specification is further objected to on pages 29-30 for improper disclosure of amino 
acid sequences without a respective sequence identifier, i.e. a SEQ ID NOs:. Hence, the 
disclosure fails to comply with the requirements of 37 CFR 1.821 through 1.825. Nucleotide 
and/or amino acid sequences as used in 37 CFR 1.821 through 1 .825 are interpreted to mean an 
unbranched sequence of four or more amino acids or an unbranched sequence often or more 
nucleotides, (see MPEP 2422). In the absence of a sequence identifier for each sequence, 
Applicant must provide a computer readable form (CRF) copy of the sequence listing, an initial 
or substitute paper copy of the sequence listing, as well as any amendment directing its entry into 
the specification, and a statement that the content of the paper and computer readable copies are 
the same and, where applicable, include no new matter, as required by 37 CFR 1.821(e-f) or 
1.825(b) or 1.825(d). (See attached notice to comply .) 

The specification is further objected to on pages 39-40, for missing ATCC information. 
Applicant is required to supply the ATCC designations. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 
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Claims 1, 3-9 and 17-19 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 1 , and 4-7 are rejected as vague and indefinite for reciting " status of 
20P1F12/TMPRSS2" as the sole means of for determining evidence of dysregulated cellular 
growth in a biological sample. The "status" of the gene is open to interpretation and the 
specification does not provide a limiting definition to complete the methods as claimed. For 
example, the specification teaches (page 60, line 27) that the term "status" is used according to 
its art accepted meaning and refers to the "condition or state of a gene and its products". This 
definition is non-limiting because it does not distinctly define what aspect of a genetic status is to 
be examined. And, although the specification teaches what may be considered as evaluating a 
status (i.e. examining the sequence of 20P 1 F 1 2/TMPRSS2 or the levels of 20P 1 F 1 2/TMPRSS2 ) 
such examples do not specifically limit what specific status is to be examined in the claimed 
method steps. Hence the metes and bounds of the claims cannot be determined. 

Claim 3 is rejected as vague for reciting "20P1F12/TMPRSS2 immunoreactive complex" 
as it is not clear what is included or excluded as an immunoreactive complex- an antibody?, an 
enzyme?, a species of 20P1F12/TMPRSS2 etc. Hence, the methods steps are not distinct and 
are open to interpretation. Without a distinct definition of what complex is being considered, the 
metes and bounds of the claims cannot be determined. 

Claims 8-9 and 17-19 are rejected as vague for reciting "binding partner" as the 
specification does not define what is included or excluded as a binding partner. A binding partner 
can be anything in the world which complexes to the polypeptide of interest, i.e. an antibody, an 
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enzyme, a peptide, a substrate, etc. Hence, the metes and bounds of the claims cannot be 
determined. 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in a patent granted on an application for patent by another filed in the United 
States before the invention thereof by the applicant for patent, or on an international application by another who 
has fulfilled the requirements of paragraphs (1), (2), and (4) of section 371(c) of this title before the invention 
thereof by the applicant for patent. 

The changes made to 35 U.S.C. 102(e) by the American Inventors Protection Act of 1999 
(AIPA) do not apply to the examination of this application as the application being examined 
was not (1) filed on or after November 29, 2000, or (2) voluntarily published under 35 U.S.C. 
122(b). Therefore, this application is examined under 35 U.S.C. 102(e) prior to the amendment 
by the AIPA (pre-AIPA 35 U.S.C. 102(e)). 

Claims 1-5, 7-10, 12-13, and 15-18 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Wong et al (US Patent No. 6,166,194, June 29, 1998). 

The claims are broadly drawn to a method of examining a biological sample for evidence 
of dysregulated cellular growth comprising comparing the status of 20P1F12/TMPRSS2 in the 
biological sample to the status of 20P1F12/TMPRSS2 in a corresponding normal sample, 
wherein alterations in the status of 20P1F12/TMPRSS2 in the biological sample are associated 
with dysregulated cellular growth (Claim 1); wherein the status of 20P 1 F 1 2/TMPRSS2 in the 
biological sample is evaluated by examining levels of 20P1F12/TMPRSS2 protein expression 
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(Claim 2); wherein the status of 20P 1 F 1 2/TMPRSS2 in the biological sample is evaluated by 
observing the presence or absence of a 20P1F12/TMPRSS2 immunoreactive complex (Claim 3); 
wherein the status of 20P1F12/TMPRSS2 in the biological sample is evaluated by immunoassay 
(Claim 4); wherein the biological sample is a biopsied tissue (Claim 5); wherein the dysregulated 
cell growth is indicative of a colon cancer (Claim 7); wherein the status of 20P1F12/TMPRSS2 
in the biological sample is evaluated by an immunoassay which measures the concentration of a 
free 20P 1 F 1 2/TMPRS S2 polypeptide, the concentration of 20P 1 F 1 2/TMPRSS2 polypeptide 
complexed to a binding partner or the ratio comparing the concentration of the free 
20P 1 F 1 2/TMPRSS2 polypeptide to the concentration of the 20P IF 1 2/TMPRS S2 polypeptide 
complexed to a binding partner (Claim 8); wherein the 20P1F1 2/TMPRS S2 evaluated in the 
biological sample is secreted from cells exhibiting dysregulated growth (Claim 9). 

The claims are further drawn to a method of identifying evidence of a neoplasm in a 
biological sample comprising examining a level of 20P1F12/TMPRSS2 gene expression in a test 
biological sample; comparing the level of 20P1F12/TMPRSS2 gene expression in the test 
biological sample to a level of 20P1F12/TMPRSS2 gene expression found in a comparable 
normal biological sample, wherein differences in the level of 20P1F12/TMPRSS2 gene products 
in the test biological sample relative to the normal biological sample are associated with the 
neoplasm (Claim 10); wherein the neoplasm is a colon cancer (Claim 12); wherein the test 
biological sample is biopsied t issue (Claim 13); wherein the level of 20P1F12/TMPRSS2 gene 
expression in the test biological sample is evaluated by examining the level of 
20P 1 F 1 2/TMPRS S2 protein expression (Claim 15); wherein the level of 20P1F1 2/TMPRS S2 
gene expression in the test biological sample is evaluated by immunoassay (Claim 16); wherein 
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the level of 20P1F12/TMPRSS2 gene expression in a test biological sample is evaluated by an 
immunoassay which measures the concentration of free 20P1F12/TMPRSS2 polypeptide or the 
concentration of 20P1F12/TMPRSS2 polypeptide complexed to a binding partner (Claim 17); 
wherein the 20P1F12/TMPRSS2 evaluated in the test biological sample is secreted from cells 
exhibiting dysregulated growth (Claim 18). 

Wong et ah teach the relation of the TMPRSS2 gene to human cancers and its use in the 
diagnosis and prognosis of cancer. As evidenced by the attached sequence comparison, the 
TMPRSS2 gene taught by Wong et ah is 100% identical to applicant's claimed 
20P1F12/TMPRSS2 polypeptide which may be isolated by immunological means in isolated 
and/or purified form, free or substantially free of material with which it is naturally associated 
using protein purification techniques well known in the art (column 16, lines 23-26, column 20, 
lines 16-25). 

Wong et ah further teach methods of examining a biological sample for evidence of 
dysregulated cellular growth comprising comparing the status of 20P1F12/TMPRSS2 in the 
biological sample to the status of 20P1F12/TMPRSS2 in a corresponding normal sample (and or 
identifying evidence of a neoplasm in a biological sample comprising examining a level of 
20P1F12/TMPRSS2 gene expression in a test biological sample) wherein alterations in the status 
of 20P1F12/TMPRSS2 in the biological sample or levels of gene expression are associated with 
dysregulated cellular growth; wherein the status and or levels of 20P1F12/TMPRSS2 in the 
biological sample is evaluated by examining levels of 20P1F12/TMPRSS2 protein expression; 
wherein the status or levels of 20P1F12/TMPRSS2 in the biological sample is evaluated by 
observing the presence or absence of a 20P1F12/TMPRSS2 immunoreactive complex (columns 
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9, lines 27-67; column 28, lines 52-63) wherein the status of 20P 1 F 1 2/TMPRSS2 in the 
biological sample is evaluated by immunoassay; wherein the biological sample is a biopsied 
tissue (column 12, lines 55-63); wherein the dysregulated cell growth is indicative of a colon 
cancer (column 13, lines 25-28). wherein the 20P1F12/TMPRSS2 evaluated in the biological 
sample is secreted from cells exhibiting dysregulated growth (column 9 lines 65-66; column 10, 
lines 1-17). 



Claim Objections 

Claim 2 is objected to as being drawn, in part, to a non-elected invention. The species of 
mRNA expression was not considered because the elected species reads on protein expression. 
Hence, applicant should amend the claim so that it no longer reads on the non-elected species. 

Claim 1 1 is objected to as being dependent upon a rejected base claim, but would be 
allowable if rewritten in independent form including all of the limitations of the base claim and 
any intervening claims. 



No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gary B. Nickol Ph.D. whose telephone number is 703-305-7143. 
The examiner can normally be reached on M-F, 8:30-5:00 P.M.. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Anthony Caputa can be reached on 703-308-3995. The fax phone numbers for the 
organization where this application or proceeding is assigned are 703-305-3014 for regular 
communications and 703-308-4242 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0196. 



Gary B. Nickol, Ph.D. 



Examiner 
Art Unit 1642 



GBN 

February 20, 2002 
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NOTICE TO COMPLY WITH REQUIREMENTS FOR PATENT APPLICATIONS CONTAINING 
NUCLEOTIDE SEQUENCE AND/OR AMINO ACID SEQUENCE DISCLOSURES 

Applicant must file the items indicated below within the time period set the Office action to which 
the Notice is attached to avoid abandonment under 35 U.S.C. § 133 (extensions of time may be 
obtained under the provisions of 37 CFR 1.136(a)). 

The nucleotide and/or amino acid sequence disclosure contained in this application does not 
comply with the requirements for such a disclosure as set forth in 37 C.F.R. 1 .821 - 1 .825 for the 
following reason(s): 

S1. This application clearly fails to comply with the requirements of 37 C.F.R. 1.821-1.825. Applicant's 
attention is directed to the final rulemaking notice published at 55 FR 18230 (May 1, 1990), and 1 114 
OG 29 (May 1 5, 1 990). If the effective filing date is on or after July 1 , 1 998, see the final rulemaking 
notice published at 63 FR 29620 (June 1, 1998) and 1211 OG 82 (June 23, 1998). 

□ 2. This application does not contain, as a separate part of the disclosure on paper copy, a "Sequence 
Listing" as required by 37 C.F.R. 1.821(c). 

□ 3. A copy of the "Sequence Listing" in computer readable form has not been submitted as required by 
37 C.F.R. 1.821(e). 



□ 4. A copy of the "Sequence Listing" in computer readable form has been submitted. However, the 
content of the computer readable form does not comply with the requirements of 37 C.F.R. 1 .822 
and/or 1.823, as indicated on the attached copy of the marked -up "Raw Sequence Listing." 

□ 5. The computer readable form that has been filed with this application has been found to be damaged 
and/or unreadable as indicated on the attached CRF Diskette Problem Report. A Substitute 
computer readable form must be submitted as required by 37 C.F.R. 1.825(d). 



□ 6. The paper copy of the "Sequence Listing" is not the same as the computer readable from of the 
"Sequence Listing" as required by 37 C.F.R. 1.821(e). 

|~j 7. Other: 



Applicant Must Provide: 

jxj An initial or substitute computer readable form (CRF) copy of the "Sequence Listing". 

SAn initial or substitute paper copy of the "Sequence Listing", as well as an amendment directing its entry 
into the specification. 

M A statement that the content of the paper and computer readable copies are the same and, where 
I— I applicable, include no new matter, as required by 37 C.F.R. 1.821(e) or 1.821(f) or 1.821(g) or 
1.825(b) or 1.825(d). 

For questions regarding compliance to these requirements, please contact: 

For Rules Interpretation, call (703) 308-4216 
For CRF Submission Help, call (703) 308-4212 
Patentln Software Program Support 

Technical Assistance 703-287-0200 

To Purchase Patentln Software 703-306-2600 



PLEASE RETURN A COPY OF THIS NOTICE WITH YOUR REPLY 



